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/v — 2 — tfn y y; y iv, iv-yyf/^/i/A7 5 F af at— -yy xxtx 
FTF F. gtm. A/F/Fy^) fc$8#IU 7Xs 7-fefy 



N T-feb^Mi/K tty yyptvy yyy — /k ^yy — /k 

n-yn/v- /K y y/nyy-yxF-Jxt©?ilf) (Fii 

IfloM) (A) £tfS-?# 5 0 

^Fiilfo-y^ WLW&ix±XZ> ttfilti 

J^bfc^BFi^^o 

[0015] l£7c. 1— ( 2 — y n n — 4 — t: Fa ^F7 zc^/V-) — 3— v^y 

d yp tv^y yy i: 7 — y h ^v'— 4 — y n n — ^y y y— 6 — yoi^^y- F F 

(M;Uy\ yjj^t-y'i'yyF ^ityy^, »yyA#) <d 

(Fiiy«\ yyf/^/^^yF (dm so), yy y^y 5 

yy y yy 1 — y yw— 2 - fb y yy a. at, A/-yy y/i^/vAj F F 

. at, y-yywtfT5 F. 7^yy^). 

(F'jy(y\ ?>y rti'y t-f f — f y /K gi^^yyK g^y yyn fvk y 
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y y —As az-yy — ;v^ n—y°x 2 ;<y—/V' y{ yyfxi/^y — AXF±X 



m &■ x m?i p m x. n i o ^ ) 



(A) A i: AX^r 




[0016] J; ypIfflXfA MAfcfs 1- (2-^PP-4-tKn^'>7i 
^/U) -3-v'^n7 c Ph°/H>VT> 7 — y b ^A— 4 — y n nr — y ]) A — 6 

^ K (1— (2-^no-4-t Kn= 3 rv'7x^A) — 3— Ay n 
7ot>^l/7(^Ul^iK±) ( 1 - (2- 

^ n 13 — 4 — fc Kn^r77i-/l) - 3 -Ay nAn t?A!> I/TlCtlt 1 
£Ui) <D*1 ^#jX 1- (2-^nn-4-t Kndf'>7x=/V) -3— AynA 
Dt°/U7l^71^tt5~l 0{£^Jk7>DMS O^^UXX^PxAcf^s 5 5~7 
5XX7!jPiMi#Ts 2 0B#W£Ui^S£i2:5„ O — 6 5 C C , T?#R$& 

1— (2-^nn-4-t Kn^'77x^/V) -3-^^n7°n t>7 
1 >TtZtt LT15 (2 0 — 5 0 %T-fe b AzKXte 2 0 %— 5 

0 % 2 — An Ay — AtK) 

§o ft 33s 7FM4M£^^AbX|£^£#rtfi£^3I^Xb£s 
tt*l§ B H 0^RA5 o L-fdS^^s ^a~4 0°C»T^X 3 0#^m 

_h}f#U l^ B B 0 lr6®L, (A) 

[0 0 17] A3§i^<7>4- (3— ynn — 4 — (Ay n An fcfAT 5 y 7/ A A' 



—/i/) T^yx^ydr-A)- — 7— y f^y-6-^y P A# A A' A 1b 7 

&& (b) «s Mill «t 5 ft^ifexisati-s r t^wrtg-cfeSo 

[0018] 4— (3— ynn — 4— (y 7 p 7n t>7 5 7 ^/HA/i/) T 

^/7x/^7) - 7-y b^A- 6 -dry y 5 KSrig^ ft WaSH* 

<M A rf s dms o s Ay Avw 7 y" a y a As 1 — y a a— 2 - b° n 

1 ; Ay As N, /V-A7fy7/A7 5 Ks 77, AA-Ay A/BT-fe bT 7 Ks 



is 7A*7Af) |:^i Ls 00*1 Afis As 7t b As Tir b- b 



y A's A As gb^M' A A n t° As y yy — A, ^ y y -a n-7n/V 
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/K -f y/n/V >— Sr o < V t Wffi P (M x_ (3: 1 NfFrI 

£X±) -tth r (B) Sr Sr o < 9 £ 
Mi-5 »Sr#lhi~5 ir^m 






[0 0 19] 0!|xJr£\ 4— ( 3 — ^ n n - 4 — (vA P7"a t° 

/v-T 5: / t$/7i/ =¥'>') -7-^ 6-^y !) 

5 (dm S 037(4 l — i 2 -tbbi/y) Sr 4 — ( 

3 — pun — 4— (Ay 7 n rip tf/l^T 5 y ?v) T $ / T 7 / A A) —7 

-i hAA- 6 -^r/ U ArirAAAfA LT4~5ft^*SraPX.7tf^. 8 

0 °CS1 ^?$li:5 D ^©it(C6 5 — 8 5 °C^XjP^]t#T. 

4 — ( 3 — ^nn — 4 — {'yy o ~fxi fc°AT 5; y 3 } 71/) 75/7x7^7 



) — 7 — i h^rA — 6 -^t 7 U Ki-xibT 10 — 2 0 

(gtlt-f 77”n fcVK i S 7 /— AXte-f yy°a^y —A) 

Sr 3 0^_b^4tTSAi“5r.ir(3:J;i9, ^SrWfcfcJ $-^5 b 5,„ ft 3s 

, ^t4'«SrSAbT^Sr|ffm$^:5l^(-tt. U < ttS3fe^Sr*R A5 0 

Sr. 7 0°CAAbTMT 3 0^\£Uif#U £ 
liihirSr^J&U #^0% (B) Sr#5b b A'A'#5 0 
[0 0 2 0] ^fc N t Ai$t4f!;A£ CO i&m A 4— (3 — :7 nz n — 4 — 



(a^ vt>u b°at ^ y ^at^a) yy^y^^y) - 7-7 b^v-6- 

A/ y A/OA^A-fA K<7 )#]#|^h1i (A) SrAPS^^L-T^^y^iii (B) SrM 



3ti-5b^-e^5 0 

[0021] 1— (2-7PP-4-tr Kd^v / 7x^) —3— A 

y nAn tfA>> ]/7 ^ 7 — y 7 4 — & u n — A7 y A — 6 — rftAA'^ll- 5; 

KSritt (#iJA«\ i; y r> A t -7bi7 h\ mWt& A^A, y ^Af) 

(^'Ja«\ dms o n by A/W ^ A A !) y; 7 V 1 - i 

Al'-2-t 0 nyy/A 77, 77— vM f-A^AA7 5 h\ 77, 77— i>y 7/1^7 
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irhT5 F, (Mill 7k. T ir h 



y N Ttf^HJ/K 



A/K y ~?xi fcVK y ^ / '— /K y 



N n — 7 "p/V — Sr o < 'O t Wfa 

Mitt'3 0M±) L-T^#^b b B (B) 

[0 0 2 2] «fc $iJAf£\ 1— (2-^DP-4-t KP^'>7a 

=./y) -3-^p/ot>^7 s 7 — y 4-^PP-^r; !)y-6 



K (1— (2-^no-4-t Ka^7x^/>) -3— ’>7 p 
7”p fc>^> 1/TtMLt 1 Sft£ll) RZPXyVJ* t— (1— (2 — 
^pp- 4-1 -3-^P/ot>!)V7i"tLtlSi 

£*_L) ©Mi: 1 — (2-^PP-4-tKB^7i=/V) -3-7 ^p7 
PtVV^V7fcMLT5~l Oi$tl©DMSO^tfi^TjDifcf, 5 5~7 
5 °C 2 0 FI ±&Jfc £ it: 5 o 71 <D£0» 6 0 ~ 6 5 °C T';t» 

X— (2-^oa-4-t Kpdf^x^) -3-v'^P7°Pt>!7 
l/JCMLT 1 ( 3 3 %Tir b 1 /tK) 2 0#ft1J^_L^itT 

SA-TS ^ i: UfcK^Sr. 

4 O^PfRTFfcT 30#fim_yf#U (B) 



[0 0 2 3] ¥®P> ttS'F f«> S 

^m N 100 ii g '10 g “C 

<fc ^ N 1~^® {Z.jn'h'f TS-I- $ ibo<5 o 

[ 0024 ] iififfflv'bfris 

^(-=fc ctws. 

[0025] liirB^iJ, if^iJ, 

t£8J ft 5 ~ LTJBv^*i5j$# 
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[0 0 2 6] LT WlW-W-lfo +Sb, '8^7" 

zc.yky^/v^ ( ^ !) ^ f y 1 1 ^ f/v Kf v'/K 5 ; y 'J T’n \fjvta if) . 

i^l&T'/b'P 3 — 7P ("fe — /P. /vy jV'zi ■ — /i^if). i^V =l 

V!)ay|, Otfy 7/Ptf 



7 VflgHM^T.77K 7" JJ ir y :/J]gJ$@t^7.7vK 

/K y b$a. 4 n° y 

^-=3r v'T ’ p tf ^ f^T* P S' 7 = *K y ft if) . zfc^ttEi^HP ( t K n df v^TVPir 



/i/ a— ;*,,. xIn y 7 7 y yum. ^ 7 /v# d rv / tr^ i /^ 7 K y ■^ w -. ^°y ^7-777'y n — 

/l/ N tK y tr'~/Pfc 0 in y K7. ^ f /^t/l kn— jxftif). T /^=3 ‘ — 7P (^77— /W 

#t5T/^=i— (7"yi?y7. 7Pt°uy7!) =>-/K 

^PkVy^'!)p-/K y;Wf h— /Pftif). IS (7V7=i— '73|fftif). 

(^ItKT'^IIc. T^StT/i^ ^ 7T^7 T^v' 7-A. 7* -7 iScT/vs: — 7 a 

ft if). f#®bKft iftf^&f P *? A ^S£ft if). 

MUSlwTVPft y (“9 ft^y- y y 77 , ft if), (zkBfcfbT* y y 77 . 

& if). ;giim 7^7g£. Mft if). w»©T 7P7 y^M (7 

^^sty-y y 77 . % m-i- y y 77777 . w m (tvp^— >\ ^7 7 —;vt 
5 ;/ft if) ftif^fflv^r £tfS”c# 5 «, ^ 7 t. juntas; cr. B&jfi$rfl. ^tgfe^j 

[H2M 

[0 0 2 7] ]^T^n 

bti& b<Z>'X?H&b\ 

[0 0 2 8] (§£5&M 1 ) 1— (2-^PP-4-k KP^yyx^) — 

3 — ft7 p7p tfVP-7 WT coM3a 

[0 0 2 9] a) ^7 IV— (2-^PP-4-k KP^yxP/l) 7/ 
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[0 0 3 0] 4-7^/-3-^np7jy —/U (23. 7 g) iV, A7— 



~fo)VKT 5 K (100 raL) \ZL 



zK/ftT t° y (23. 4 mL) trJH Xlfcfl, 



20°C£1T 



-e^ az^./U(23. 2 mL) bfc D 30 7K (400 

mL) „ (300 mL) s 6N-HC1 (48 mL) 5lW£¥¥<DWi, £r5>ili bfc D 

10%^^7k (200 mL) TT 2 ® ?Sfc$§*<£>^ V' £ b /to 

^ ir 46 g &\ mfct LXflfc. 



[0 0 3 1 ] 1 H-NMR (CDC1 3 ) : 5. 12 (lh, br s), 6. 75 (1H, dd, J=9. 2, 2. 8 Hz), 
6.92 (1H, d, J=2. 8 Hz) , 7.18-7.28 (4H, m) , 7.37-7.43 (2H, m) , 7.94 (1H, br 



s) . 

[0032] b) 1— (2-^nn-4-fc Ko^rv'yx^) — 3 — y 7 n 




[0 0 3 3] ~7 zc-=-jV N— (2-^PP-4-t KD ;3 rv'73:-/L') 

Tt—b&s N, A K (l00mL)^|§y$¥U MT'^o/p 



t”^7 5 7 (22. 7 mL) bfc D 7}c (400 mL) N 

(300 mL) ^ 6N-HC1 (55 mL) <lr$n XL “C -^tUS ■&'5p'Fit L-/c 0 10% 

(200 mL) “7? 2 AT'ft# b7t 0 



#fetb-5%y Vt??5fc^jS)g bs 22. 8 g £r#fc ( 4 -T 



$y-3-^PP73:7 — /l'#* 77%) Q 



[0 0 3 4] l H-NMR (CDC1 3 ) : 0. 72-0. 77 (2H, m) , 0. 87-0. 95 (2H, m) , 2. 60-2. 65 
(1H, m), 4.89 (1H, br s) , 5.60 (1H, brs), 6.71 (1H, dd, J=8. 8, 2. 8 Hz), 6.88 
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(1H, d, J=2. 8 Hz), 7.24-7.30 (1H, br s) , 7.90 (1H, d, J=8. 8 H) . 

[0 0 3 5] 2 ) 7 — y b V 6 — %jV 

[0 0 3 6] a ) 4 — [(2, 2 — %y pvt-— 4 , 6 — y — [ 1 , 3 ] % 

— ryy] - 2-n^yyV'7777'7 

K zx~=f- ;v 




[0 0 3 7] 4— T5;/ — 2— y b ^rv'^yy’V -y y Tv' y K ai^yWayx^ 1 

/C (CAS NO. 14814-06-3) (3. 00 g ) Sr 2 — 70^/ — A' (15mL) [£®$S b N y 7^ 
K7 Agfe(2. 44g: 1. 1 mV) %LX$Jr/V b (7. 5raL) SrPtlPL 8 5 °C^T 1 B# 

LfctfcSS&MlUMTBE (methyl-tert-butylether) 

mmik&yv 4. 92 g Sr#/-- ,(ji» 8i%) „ 

[0 0 3 8] ’■H-NMR (DMS0-d 6 ) : 1.26 (3H, t, J=7. 0 Hz), 1.60 (6H, s), 3.85 
(3H, s), 4.20 (2H, q, J=7. 0 Hz), 7.15 (1H, br d, J=8. 4 Hz), 7.38 (1H, s) , 
7.69 (1H, d, J=8. 4 Hz) , 8.63 (1H, s) . 

[ 0039 ] b) 7-^ ^y-4-t^y-i, 4 — yb — 6 

— iO A'/}? i/ ]J '7 7 7 y y K 



o o 




[0040] 4 — [(2, 2— 4, 6 — [1, 3] 

p-y- 5 -% !)T^fy)- 7 ^ y]- 2 -y h^yyy yyryy Y ^ 

(3. 55 g ) ^tr^PP - ' — A (Dawtherm) (10. 7 mL) L- 200 o C(7?zt'4 
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50 ^F^Pi&bTb, MTBE (10 mL) U 

1. 59 g mm 63 %) 0 

[0 04 1] ^-NMR (DMS0-d 6 ) : 1.29 (3H, t, 1=7. 2 Hz), 3.87 (3H, s), 4.25 
(2H, q, J=7. 2 Hz) , 5.79 ( 1 H, d, J=7. 4 Hz), 7.01 (1H, s), 7.84 (1H, d, J=7. 4 
Hz), 8.38 (1H, s), 11.77 ( 1 H, br s). 

[0 04 2] c ) 7 — ^ 4 — — 1 , 4 — % t Kp *c / V b — 6 

— y? ^f-y ]j $/^Tv's / K 

o o 

H 

[0 0 4 3 ] 7 -^ 4-'^k Ko^/y- 6-^/1 

K (120m g) /■ — 7b" (1 mL) 

$?U 25% TKBfe^-t- h y ( 0.2 mL) 6 5°C(-T 1 0#Fe^# b 

fc D 6 N HC1 (0. 5 mL) SrjbB&s b. bj^J£$£®H"5 ~ £ 

%\ llfB{^^100 mg#/i (»94 %) 0 
[0 0 4 4] 1 H~NMR (DMS0-d 6 ) : 4.87 (3H, s), 6.14 (1H, d, J=7. 4 Hz), 7.04 
(1H, s), 7.98 (1H, d, J= 6 . 0 Hz) , 8.40 (1H, s) . 

[0 0 4 5] d) 7-y y y-6-^/^%f5; K 




[0046] 7 — y H ^-y— 4 — y-^r y — 1 , 4 -^t Kn^yyy- 6 -^ 

(2. Og) — /L (10 mL) t^MCON, AT— % 

K^SCit, 2 0#ISl;&nf&3&iffc bfc 0 (31 H 2 

Hl*#& bt, 7 — y h 4— y au — ^-y v y — 6 —3j n) K 

(2. 7 g ) 
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[0 04 7] 7 — ^ h 4 — ^ n u—^r/ V 6 — # 

K (2. 7 g ) ^rf7tF'P777 (150 mL) 0°C^£ 

^ L7c 0 :rt30 %T — TtK (5 mL) 3 0 ^IUM # bfc 0 

3 [HlttttS L-Tt#. 

U JSfcgfc-?- h V ^A-e^(D^»J3E^b. (1. 35 g ) 3r#fc 0 

[0 0 4 8] X H— NMR (DMSO-d 6 ) : 4.03 (3H, s) , 7.56-7.66 (2H, m), 7.79 (1H, 

brs), 7.88 (1H, brs), 8.46-8.49 (1H, m) , 8.78-8.82 (1H, m). 

[0 0 4 9] ($£isM 3 ) 4— (3— ?uu — 4— b>;7 p 7°p tfyb-T 5; / 

T 5; / T 7 zc. y ^cis) -7-^ f^'>'-6-= 3 ry ^ K 

<DM¥k 




[0 0 5 0] DM S O (20 mL) &3\ 7 b — 4 -7nn-df7 D ^—6 

K (0. 983 g % 1— (2-7 pd- 4 -t Kn^'77x-/V) — 
3-'^n7"Dt:VL!>l/7 (1.13g) jo i'O^gbv'!)' A (2.71g) 7 

o°cbT2 3 0#F»m'»b7c o tk (so mD &2ra;t,- 

£ b £ 1. 56 g 88%) 0 

[0 0 5 1] L H~NMR (d 6 -DMS0) : 0.41 (2H, m) , 0.66 (2H, m), 2.56 (1H, m) , 
4.01 (3H, s), 6.51 (1H, d, J=5. 6 Hz), 7.18 (1H, d, >2. 8 Hz), 7. 23 (1H, dd, 
J=2. 8, 8. 8 Hz), 7.48 (1H, d, J=2. 8 Hz) , 7.50 (1H, s) , 7.72 (1H, s), 7.84 (1H, 
s), 7.97 (1H, s), 8.25 (1H, d, J=8. 8 Hz) , 8.64 (1H, s), 8.65 (1H, d, J=5. 6 

Hz) . 

[0 0 5 2] (3$ifii0!l 1 a ) 4— (3— %an — 4— (-7 ^p7pL;I/7^ 

/ 7^77x / =3rvQ — 7 —7* 6 — =^7 V >'^7/1'^^-^-^. 
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(A) 

[0 0 5 3] 1 b ct S9 1 — ( 2 - 7 p p 

-4-tKn^> / 7x^) — 3 —is? xi-?n 1//^ §£WJ 2 

coAifeb RISlTlAfeiX «fc 0 7—7 bdri/— 4— 7nn— df -7 JJ > — 6 — 77 Azb'df- 




[0 0 5 4] 1— (2-^PP-4-t KBdf'>7x=/V) — 3— '77 

p:7°p fc:V^7 i^r (114. 9 g), 7 -7 bdf'>- 4—7 p p -dr 7 V ^ — 6 — 



77 /I/ 4? dr 1b ? K (80. Og) JkXJ'ft V 7 A t — A b df- '7 K (56. 9 g) <V'M 

^%l:DMSO (8 0 0 m L) AfciJb 5 5°C^X 2 OB$FI, £ 6> 

(16 0 °C(CC 4 m b 7 <DbOS7$ (C 6 0 °C X'jfLWT. 3 3 % ( v / 
v) T-ferbATk ( 1 6 5 m L ) 1 ^“XrSA Ufc D £b(-33% (v/v) TTr 

bWb (1 0 3 5mL) %7^A(tT?iSTLs 4 0°C^T 



1 9 Hit# Us #btb7c|g^^33% (v/v) 7tfy/k 

$lI 7T4: V (#ff^fii (A)) 13 1. 9 g £: 



#fco 



[0 0 5 5] (MMffl lb, 1 c K.TJ* 1 d ) 

-MMM lab <fc *9 4 - (3 -^pp-4- ('>7 P Ap t°/PT 5 

7 77/0#— /l7) 75 7 7x7 b'7) — 7 —7 b ^ 6 —df- 7 ]J >-77/^47 drib 5; 



(A) 

[0 0 5 6] (^S#iJ 2 a ) 4— (3 -^pp-4- (7^p7pA17^ 

7 77/0#— /p) 7^7 7x7dr7) -7-^ h^'7-6-^7 U 

(B) (DmM 

[0 0 5 7] ^T N lfBft<7)Afebl4]i|(Z3A?i(3:J; 19 1 - (2— 7pp 

-4-t Kob77x^/7) — 3 — -77 p 7°p fc7o7 1/7 %# n Miilrf^J 2 i^fB#; 
(Djjfe b [rI^CO # *9 7 — 7 b drO"— 4-^nn-b7 ]9 A— 6 — T7/0#df- 
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[0 0 5 8] 1— (2-^oo-4-fc Ko^7i=/l/) — 3— 

uy°-a t :jU^7UT (11. 4 9 g), 7 — y 4-^nn-^y U V— 6 — 

^7/lx/]\ (8. OOg) W!) t -l/ K (5. 6 9 g) (DfEi'a 

iCDMSO (8 0 m L ) 6 0tCT2 5 L 

s 1©^©-O^6 0°ctl#^ 3 3% ( v / v 

) TirbVTK ( 1 0 m L) ^3*>lttlTU ^t!§.£r#ri±} $%7c 0 £b(-3 
3% ( v / v ) TTr b >^7k (2 OmL) ^ l'^^itTlT bfcf^ N 4 0°C(31'C 
5B#r H lM#Us 3 3 % (v/v) Tir b XjKSl 



X$7 ir b ^7;'i5fc?#\ 



l^&±: 0 
./To 




(B)) 3. 




[0 0 5 9] (HWJ 2b, 2 c j&TJ* 2 d ) 

MMM2 a 0 4 - (3-^PP-4- (v^^p/pt>7^ 

7 7^7 7x/4rv') — 7 — y b 6 —X/ V 5 

(B) £%lb7Co 

[0 0 6 0] (UMifiJ 3 ) 4— (3-7 pp~ 4- (>/7p7pb/l/7^/ 

7^7 7x7^^) -7-7 b^^-6-^7 ]J y^7/^%f 5; F 
^EMMik (B) 7>Mjia 

[0 0 6 1] £i\ _hlB®Bg0!l3 >9, 4- (3-7 pp-4 

— ( %/s? u :7n tVbT 7 y T %7x / % v^) — 7 — y b v'— 6 



-4r7!j i/77/B^arib^ b'£r#fc 0 

[0 0 6 2] #btl^:4— (3 -^pp- 4- (7^o7Pt7l7% 

- 7 — y b=3r'>— 6 — ^r7 y K 

(42. 7g) ^1, 3-y77^-2-^^%/yy;y (425raL) (dot, 84°C X 

T^fjfbfc#, 77P t> (lOOOraL) £: 20 5>30=*ftTJnx.^ o 80°C(CT 30 

:5j-£i#b, £ 6 (-JS^IU^T 6 L-, (B) 41. lg 
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[0 0 6 3 ] (Mifo M 4 ) (A) (B) -~^7>%nAfe;^ 

[0 0 6 4] DM SO (1. 7mL) t 33%(v/v) T± b X?K (0.17, 0.34, 0. 51 X 
J3 0. 85mL) 4— (3 — y n n — 4— (^^P7°n \f ;VT y y 7? A# 

=-;v) 75 / 73 ./^'^) — 7 — 7 ^ h d rv '— 6 — y K^^Ib 

A (A) 300mg 60°C^T 3 D7c 0 7 <Z) 7 ^ 4 - (3-^P 

a — 4— (yy a 7 p tf/uT 5; y a) j^y^xyyy) — 7— yy^ 
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[0 0 9 0] HJfe'WI 1 a 5 5 *C T 2 0 BSpIKK $ 6 0°C("T4 

^^^bb^MtTOiTO/TO LtHPLCl: 
10 #tbfc D — ^- n l a (A) b 

THPLC|^ftLfc D 

[0 0 9 1 ] H P L C 9 TS)5 0 

A : ODS*7A Mightysil RP-18 

GP ; (^^4. 6 mm N # ^7 A-JH 1 5 0 mm N 5(aI-F*@ 3 ju m) 

15 : 4 0 °C 

^SW0 : 

A?£ H 2 0 : CH 3 CN : HC 1 O 4 * = 9 9 0 : 10 : 1 ( v / v / v ) 

B WL H 2 0: CH 3 CN : HC 1 0 4 *= 1 0 0 : 900 : 1 ( v / v / v ) 

(* : 7 0 %7R?§$0 

20 1 5 ^^i“D =-T?=7 M- «t t)^g| 
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7^/^/^'^) 7$/7a:y^v') -7-^ f^7-6-^y 
if 7 K£r^*rf 0 
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yf?v7*/'b;v 75/7x;^) 

b7b 0 
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LTHPLCtft^ — 7^\ llfl 2 a 
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mLIESfetcfioT 1 OmL©ISif£Ak tR • T4? R ^ h V ;V (1:1 (v/ 
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[0128] c-Kit 7? H526 (ATCC J; «9 

BA, CRL-5811) (DW (3— yno — 4 — (^^n7"nt>TA 
y r5;7x/^^) — 7 — y yy*/ 

K<AfJ#£P-<7c 0 

5 [0129] 4— ( 3 — y o o — 4— ('77 n^o 5 T 

5;;7x/^v') — 7 — y bA A — 6 — ^ / y y 77/1/3^^ IP 7 K 1 ~ 3 

J: yMitb/y 

[0130] H526 {7. 10% FCS (Cell Culture Technologies *9 ISA) irrllr 

tf RPMI1640 If ±l!l ( 0 yKKltl^A^FfcK) 7? 5% C0 2 -4 b ^rxi./<— y — (3 7 °C) 
10 7?it*L-fc 0 it* ft. H526 PBS 7? 3 0. 1% BSA (Sigma *±®D £r 

RPMI1640 itife (KIT. BSA-RPMI1640) 7? 1. 0 x 10 5 cells/ml ^H^b. 21 

(D%m&WM'l& : k 50 m 1AOAJS96 ^x/^WbtSSbT^ 5%C0 2 4'^= 3 r^^ 
— y — (37 °C) 7?— gfeit* U7t D — Bj&it*fts 200 ng/ml SCF (R & D fiH) 

BSA-RPMI 1640 50^ 1. (4- (3 -yon — 4— (y 

15 y a A o fcf/F-T 7 y T7/F/j73x/V) T \ y ~7 J $rz/) — 7 — y F '>■ — 6 — ^ y 
y y 77 IP 7 K) BSA-RPMI1640 100 m 1 Sr^lJP L7 c 0 

[0 13 1] 0 =fc *9 7 0 g {£. Cell Counting Kit-8 (IWtfzi-ft: 

^wysBif^) 20 m i %Mx-, 5% co 2 y y— (3 7°c) 7?^2b#^j## 

LA 0 liMv S'J^e 450 nm. tlPIfS* 660 nm 7:'# *7 x/P0!R3teglr Ab — 
20 1" y — y"— MTP-32 ( n n *y 

bfcy ^.<Dbt(DiU 

50 (IC 60 ) 

[0 13 2] 4— (3— yon — 4— (v- y a An t'/V7 7 y 77/1/ 

25 n?— 7i/) t 7 y 7 x;^y )-7 — y F A y — 6 -^y y yy/cAAiP 7 F'79 ic 50 

fi 9. 36 nM TT’efc «9 . SCF 75'^lM $ L. c-Kit ^ A— 
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sr^rb-cv's % 22 -tt/ft 5 t h y 

— Affjg^g‘^p275-277, 2P-320, 2002 KRN633 <7> IC 50 

fi 301 nM ~Ch <9 N 4 — ( 3 — T p n — 4 — ^ n 7"n h>7 ^ 

7^ / 7x7 — 7 — ^ P =^7 — 6 — ^r/ y b^/F/K^rlP 5; K t bhtk bT\ 

5 liVv^t4b£^£^^ofc D ^7t. c-Kit 3ri~ — ifP£#^IJ t Lt^P STI571 

(D IC 50 tt 190 nM 7?fcofc 0 

[0133] (fs$®M8l 2 : SCF If j:5 c-Kit ^rT— if y 
[0134] c-Kit df H526 IfflUS c-Kit 

=f (b, SCF y b&'ffcfcSfr't'S 4 — (3 — Tpp — 4 — ('7^nynt° 

10 /FT 5; / #/F#:x/F) 75 7 7x7^7) — 7 — ^ b= 3 r-'T— 6 -^r/ y T^7/F# 

dfiF^ KiTj^fPSrp^fco 

[0135] H526 kb 10% FCS RPMI1640 fit 5% CO 

— ( 3 7 °C) 7?i## bb D bf^fb H526 PBS 7? 3 ®Sfc# U BSA-RPMI1640 

7? 5. OX 10 s cells/ml b^ b 1 ml bo 24 ^xb7"F- F 

15 tfaut, 5% C0 2 b T— (37 °C) T 6 b/c 0 

ft. #IRb (4— (3— ?aa — 4— (7^n/Dt>7U*/H' 
-/F) 7^/7x/^7) —7—^ U K) b"a 

tP BSA-RPMI1640 1 ml b 5% C0 2 4 b 3f 3. T — ( 3 7 °C) T*1 

bfcflb lO^g/ml SCF (R & D %hM) 10 n 1 5% C0 2 b b xl ^3— T 

20 - ( 3 7 °C) Tj€b 5 5^t#iib/7 0 PBS SDS IF 7/ 

/P-cr — 7/f / 77' — 100 jti 1 LT cell lysate bbT/F-^fJIll: b s 

94°C • 10 ^-F B im^SSrtTo7bfI-20°C7:y^^:#b7c 0 
[0136] -bC0|§: N cell lysate IP b T 0 /F 20 ;U 1 IP 4-20% gradient 

polyacrylamide gel (fj? — T'lB^^llblP'fTo 7c 0 Fkltil'I'Jb 
25 PVDF membrane (Amersham pharmacia biotech FtHc) ^313 0#P^"C 177777' 

b N 177777’ — b/fcT 77b7|r v 1 <P b X phospho-c-kit (Tyr719) 
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antibody (Cell Signaling . 2 '&3KW- 1 b c. anti-rabbit IgG, HRP-linked 

antibody (Cell Signaling SrfflV'TW A/ y h &frofc 0 

Super Signal (PIERCE *±®0 T^§€L£iir/c 0 
[0137] HI 1 5 //// IS t) . SCF c-Kit =b/“if 

5 nV is&itZivT SCF c-Kit 

4— (3-7od — 4— n 7"n t>7 t / i7/F!k'=/l) 7t7 

7x7^) (04b 

c-Kit if bT&l 

P)H5 STI571 CO V ^^-fbps.#®'l'4(i4 — (3 -7nn — 4 — (b^ u 7n t>7 

io 7577*^^) -7-^ 

5 Kcolt) 1/1 0 7?S? O 7 c 0 

[0138] (IMi 3 : ja — t7 * [ZL^fg bfc H562 

[0139] H526 10% FCS £ra t? RPMI1640 igi&T;' 5% C0 2 ^ ^ 

— (3 7b) 75'if#b7Co l|Xf£. PBS T? 2 ®i»U PBS 7? 5. 0X10 7 

15 cells/ml Fl«b7c 0 b. 6 3S#pC0flt Balb/c nu/nu mice (/-Y — 

;i/X'!J^- tfc«t >9 ISA) co^|^BI^T^(- o. i mi Ti^ffibfco Dili (bit 

tfSjfa 150 mm 3 o b > (4— (3— ^ pz n — 4— (b/p/ 

PtVl7t/*/P^/P) 7/7x / ^b) — 7~b l^i/-6-=3ry !)7i7 
yP4firf-5: K) 10 2®. 14 0 Rg<E>& P fi^&fro fc D fcfctfe 

20 #>Wfi£0. 1 ml/10 g J; o / N 0. 5%^ ‘fvbfc/wa — ^ (fPpfe^E 

[ 0140 ] 4> i si ^ / 2 ®. -t v b/c D 

-V I) — TrBM'^CO’Br® t IE b. 1/2 x -^k ^. X X fe : ^ _ C r p^" 

Ubfc 0 /ib\ F n— (^$£t£-W) ^10®. WtkWnK 

25 &^£l#5|EX/ro7c 0 

[0 14 1] 016 V . 4- (3-^ an — 4- (bb n 
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-f\n fcf/l 'T % J 10 757 XX) — 7 — 7 h ^r'y — 6 — ^7 !J 7 

77 KP£J1 17 — H526 

L7c 0 ^fc N c-Kit =3f7 — t LT£p£>*l 5 STI571 ?7 160 mg/kg 

£ ft #v o fc 0 

5 [0142] (HiS^J 4 : 17 — *7 * bfc H562 HS$i£5l t<D c-Kit U ^ 

[0143] 5. 0 X 10 7 cells/ml Ufc H526 0. 1 ml 

<£r s 6®®©H Balb/c nu/nu mice (X'-Y' — XX JJ — tiJl^SffT'O (DfeMiflMfe 

ft. 300~1000 mmM^ftofcB#,&7;\ If— ^ /Va ^ r 

10 n— /wp (4- (3~^an — 4- 0;7n:7ot: 0 /7 

T 5; J JJ /l'7$=.7V) T^/X^./XX) — 7 — * bXX— 6 — ^r7 ]) X^/V^X 
K) S-^l¥t7^JtT®^#5K7>S-^-^rfTo7c 0 JjStt} bfc®0£r cell lysate 
buffer (50 mM HEPES (pH7. 4) , 150 mM NaCl, 10% gycerol, 1% Triton X-100, 1.5 
mM MgCl 2 , 1 mM EDTA, 100 mM NaF, 1 mM PMSF, 10 ju g/ml aprotinin, 50 /i g/ml 
15 leupeptin, 1 fi g/ml peptatin A, 1 mM Na 3 V0 4 , 25 mM J3 -glycerophosphate, 

phophatase inhibitor cocktail II) \ZjKi'bX^X:XXX X L,fc 0 iiS'L'' XX'tfk.XZ. 
_tf#£r ? X/<? J£A U 3 X SDS f- — T'4 XX'/< >y X r —&&U LT cell 
lysate fL 0 cell lysate f V& 94°C • 10 ^P^ffM&a 

-20°CT'®^f*#b^ o 

20 [0144] ^ IT 30 At g cell lysate 

4~20% gradient polyacrylamide gel (Jp7 

o7c 0 ^KSKtPJIn PVDF membrane (Amersham Pharmacia biotech l±M) (7 3 
hy7A7 c-Kit N c-Kit R17' j3 3 t^\X 

-^r^'t J 0^4 s phospho-c-kit (Tyr719) antibody (Cell Signaling tiH^) N ^5t c-Kit 
25 tKW- (Cell Signaling ti®^) RXflfc P T ? ^ X^lW- (Sigma *±®£) £ 1 t 

LTffiV\ anti-rabbit IgG, HRP-1 inked antibody (Cell Signaling ?r2 
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y p %fx ofc 0 b '-/X b Super Signal 

(PIERCE !±®D 7:'§§'fe£4J:fc c , 

[0 14 5] 117(^tJ:5^ 4- (3-^nn — 4- Cbb 

p/qt>T5 y*/pfep) 75y7x/^'» — 7 - b h ^'7- 6-^/ii 

5 k ibba^u bSHb) te30, ioo mg/kg^-^-eK^ia 

^t4b475 y C-Kit c-Kit $l!>* j3 T b 

4— (3-7pd — 4— ('77n7Pt 0 /P7^y*/^'-^) 
7 5: / 7x/df'7) — 7 — b P^r 'b — 6 — 3=- / V b# =*r 17 5 K tf 5 30, 100 
mg/kg y bMi<D#Pf|!i]£r^ bfcCO^M b. c-Kit =^4-— if £ b 

10 XbUbtlZ STI571 n 160 mg/kg 7? b §15^1^1 WPflJ b£^£%^o7c 0 

[0146] btDbi:/^^ 4— (3-7pn — 4— (v-7n7pt>7 5 7 
;#/l//Jfx=./b) 75/7x/^7) — 7— b hbb — 6-^/ !) K 

f± C-Kit 7) in vivo 7©!J bg£-fb ^rlrpffjiJ't' 5 b t $*7$ £ tb 4— ( 3 — b n n — 
4— (bb 7 n 37° a tf/bT 7 7 4//b*}?rx /v) 7 5/7x7 ^v 7 ) — 7 — b h^rb — 
15 6-^7 y bT7/b#=¥l7^ Kfi in vivo [bfcV'Tfc c-Kit =¥4— if (D^^mW\ 

b x mw-fc 1 ®. ^ b -c v ^ b t amm £ttx 0 

ii±©^ (J 10 nTtbf4 

[0 14 7] J4._LtftK bfc J; 5 [b x 4— (3-7nn-4- 

(by 7 a y p t2 hVbT 5; 4 7b) T 5 7 7x7^b) -7-^ f^-7-6- 

20 ^7 y K77fr^i.^00 (#-7py^fH (A) RUt0B%5Mi (B) ) 
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5H ^ | ^| 

1. ^X|t®iffR:£^T. (20+0. 2° ) 15. 7 5° R® 

iff t 0 — ? 4 — (3— ^C3t3 — 4 — ('>^ n 7"q tVl/7 5 / 

5 7 ^ / ~7 : — 7 — ^ 6 — *c / V 1 /# 71 /# ^ 1 )- 5 ; F <D m 

(A) o 

2. ^X|i®ffr^fcV^T. JSRs (29 + 0. 2° ) 9. 9 8° 

rzfii. oi° tzi£i&ft?s&frt-Z' <a)„ 

3 . Ji-fb# y +7 WW-:RV -X> ^^3 4 5 2. 3 ± 2. 

10 5 c m“He:®IIXSr^ri"S N 4 — (3— — 4— (i/;7 n :/n BVl/T 3; X #71/ 

#'~7l/) T^yz7^,/^r'» — 7 — ^ y^v'— 6 — =3r/ y ^ K(D# 

(A ) 0 

4 . 1 7ft 2 tatfe C D 7? fc o T . 

y b/H^jb'V^T^ ^#:3 4 5 2. 3 ±2. 5 c 

15 m -1 lC©l|X§r^fi~5 N 4— (3— ^on — 4— ('>"7 n 7”n t>7 5 7 

71/) 75 7 7xy^'» — 7 — 6 — ^7 y ^#7t/#^1f 5; 

fH (A ) 0 

5. IR Ml 7 1 2. 2 ± 1 . 0 c !i#:JK3 3m 

(A) o 

20 6. |^X|i®iJfR:feV-'-C N ®#f£^ (20+0. 2°) 2 1. 7 5° R® 

Jff B °— 9 4 — (3— ^Ptn — 4 — (v'^ n :/n tVl/T 5 X #/i/#r^/V) 

7^/7i/i'7) — 7 - X h=3riX- 6 -=¥7 V 5. 

(B) 0 

7. '^X|i®iffRfcV^X. It N ®iff^^ (2 0 ±0. 2° ) 12. 4 3° 

25 RTF 16. 5 6° R®iff fcT — ? £rlT#5 s 6 (B) D 

8. Hfb# y h7Wc33V^*C x «Cl 5 5 7. 6 ± 1 . 
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0 4 — (3— — 4— 

t 5; / ^ cr. j ^ v) -7-/ l^'y-6-^y 5 K©# 

W&Mi (B ) 0 

y >7 A>£(7>^«I|37A^ h/W^V'T, 1 5 5 7 . 6 ± 1 . Oc 

m _1 4— (3-^nn-4- n/n t>7 5 

A-) 7577x7^7) — 7 — ,7 b 53f-v'— 6 — ^r/ jJ 5 Y 



Mi ( B ) o 

ID. tf 1 4 64. 4 ± 1 . 0 c 



(B)o 

11. I#3^II 1 ~ 5 OV^Ttl^— 4 — (3-7DP-4- (is? 
n/n fcVPT 5 J ^ 7 /i^^xx/p-) 7577x7 :3 f'>0 — 7 — p* h =¥ v' — 6-^7 
;x;0 5; K<7}#^|nill (A) Sr#is“f _ '5Mis7^‘^7:’feoT N 

4— (3— 7pd - 4— (V7 n7n t“/i/7 5 7 T7/^^/7) 7577x7^ 
i/) - 7 -;* h=3r'>- 6 -^7 ]J 7-77A'#3r-y-^ K ^ fo 5 KM 
^v^T\ 

5 ^ t £ 1“ 5 

1 2 . 1 ~ 5 OV^Ttl^— *S^fB#cCD 4— (3-^din — 4— (v'y 7 



n7at>7 5 7 7;/7#-^) 7577x7^7) — 7 — ^ h ^riX— 6 — df/ y 
yj] 21/ #=^1^ 5; (A) : Sr§^3s'f~S^5a5b"^XfeoTs 

4 — ( 3 — ^nn — 4— (v^ o iT’n BVl^T 5 
y) - 7 -* b^y~ 6 -=¥/ V F'^M7’fe§f»lll'l 







X 5 r. i: £r#l§Sc £ X 5 MitX'&o 

13. ff^lf 1 ~ 5 (O^iTM*— &te^M<D4 - (3-7PP-4- OX 
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UTfn \f;VT 5 7 X) T^7T^7^c'y) — 7 — 7 b d r'>'— 6 — / y 

#f£iH (A) 

7 — 7 h df- v"— 4-^np-^-y II X — 6 — 7 KIS.I7 1 — (2 — 7 

Pd-4-t Kp drv'T 7 ^ :=-/t'0 — 3 — 'S'? u-f u H°/U? t^T 
4 — (3-7PP-4 - {'S? p/p tVl/T 7 7 T7/U'7}f — /k) 75 7 7x/^rv') 
— 7 — 7 b^T-6 D 'sXsSyg^'V-* KK:& ■Lt^I‘CfcStiM4 I 






tfCV'TN 







£ -t 5 



1 4. 



Sutaft^^^Ts i o 5717 ^Mfni~ 5 r. t t -tz 



11~13 

15. |#3ft^6 ~ 1 0 — (3-7PP-4- (S 

7 p 7“p t>7 5 7 y;/P/1lA/P) T^/T^/^c'y) —7—? Y^r'y— <6 7 

4— (3— 7 p 2 n — 4— (v'7 n Tfxi \£;VT X 7 7 j/S^=.;V) T % ? 77 / Tr 

y) -7-? bTS- 6 7 V Sf, /A^'drf-^ K Sr &ig#re& 5 

I^V''7\ #$g$£Sr»3>o < *9 
iHS7l 3 r £ 

16. ff^3g6~l 0 3gfc!2^fe£>4— (3-ypp-4- (v' 



7 n 7 p h°/P7 ^ 7 y//^^A/l/) 75/7x7^7) — 7 — 7 b dri7 — 6 — / 

V i/7//V#dri7^ (B) 

4— (3-7pp-4- (7^ n 7n t°/U7 5 7 T % 7 7 =c- 7 Tr 

y) — 7 — 7 h df- 'iy — 6 — df- y y ;x 7j A dr i7 ^ 

&V'T? n <fc 

r £&4#$c£i-$$!43i:£1£o 

1 7 . ft j£Jg 6 ~ 1 0 ©V vf**!/#*— *I^feic<7> 4- (3-ypp-4- ('X 
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^ n f/VT 5 75 7 7 xy^v') — 7 — ^ b^v'- 6 — ^ J 

V ^ (B) Sri^gi~£i^;fr?£XfcoT N 



7 — ^ h^v'— 4 -^PP-^y i) V— 6 — KS 1>1 — (2 — ^ 
C3 a — 4 — t: KP J rv'7xr:;l/)- 3 — a Xu \f ;v rj l^T Sr.±i;S7?#|ET. 
4 — (3-^pd- 4 - ( p 7"n f/kT 5 7 7^ 7 7x/^v') 

- 7 — 7 < 6 — 5 rJ V T'# K t t T MSt'fe 5 

#3AX\ H'M£Sr^o< 19 
Sr^ij Sr^NHsS: i: X -S 

1 8 . tuta 1 ^ o < 1 9 mfp-f- 2>zLt t-r& 

3g 1 5 ~ 1 7 <7>V^T ^4^^— 



19. »t«6~l Omvf*;^— (3— ;7uu — 4— (X 

^ p7p tVl/T? S%A'^~ ;V) 75/7xy^y) — 7 — ^ h ^ris — 6 — 

y k©#MbI (b) ^§oti - 5 $^a;^?£' 7 :'£>o-c, 

i^4oV''X N (20+0. 2°) 15. 75° fcHJJrtf— 

^Sr^X^. 4— (3— r7nn — 4 — p7"p t°/P7 ^ / ^/V^X/i/) 7 5; 

7 7x7^7) — 7 — * t df-V— 6 — 1-7 U ^ FCD^J&Tffigk (A) 

Sr. tuia^i^^-r ^ mMmMt 



t <o mm ^ x\ JaUft-f - 5 ig, 



■ &m?LZ>Z.b&mkk1rZ9mJ?&:o 

2 0. tufB^^I^^ (A) JE^s lal^^ (2 

e±0. 2° ) 9. 9 8° Mil. 0 1° fc®#T B°— ^ Sr^T^S 

■5 X eg Sr#Hfc <Jr X'SfS^yS 1 9 fa#cO03s^feo 

2 1 . li^ll 6 ~ 1 0 W'-fM*— 4— (3 — 7pp - 4— CX 
^q7Pt>7^;^/^'^) 75;7x/g'7) — 7 — ^ — 6 — g/ 






ftT; !J ^S:3 4 5 2 . 3 ±2. 5 c 
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m~ 1 ^ 4— (3-^dp- 4- (v"^ p t>7 5 

;V) 75/7x/^'» -7-^ b :3 rv'-6— ^r / !) ^ Fd^ln 








o 



2 2 . 1 9 3U± 2 0 fcoT s 

(A) fi, MsikXD t7 

3 4 5 2. 3 ±2. 5 c m" 1 t§ 5 i 



2 3. (A) «17 12. 2±1. O.cm- 1 ^^ 

13U12 2 1 

2 4. K % ^vW y ^'V 



y^/y, i — y^jv— 2 — t°cr y vV ^ aa, aa— ^ K N aa, 

AA— ^vl'T't bT ^ K. gfcgfe s t 2®0?li 

5R“CfeS - £ 11 — 23 

2 5. 7>c n Tirh^s Tirb^HJ/K 

t=z tVK y # y — /K p^y 7 / — /K n-yp/V^/K -f y y^a^y '—/UJUUlZ. 

i'ib(D'pfj:< tb 1 — 2 3 ov'-m 

2 6. it£^ N ^7 y !>At-^b d rv'f\ »^yAXt±» ^ 

feSlt^iIl 3 N 14, 1 7X(il 8 IB 

2 7 . 1 — 10 <£>v'-f*La>— 

2 9 . ft^ll 1 — 10 t~t 
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